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From Director, Office of Device Evaluation (HF2Z-400) U ijt) :

Center for Devices and Radiclogical Health (CDRH)

Subject Premarket Approval of the Dade International, Incorporated's
aca® plus PSA Test Kit, the aca® plus PSA Calibrator and the

aca® plus PSA Control - ACTION

To
The Director, CDRH
ORA

ISSUE. Publication of a notice announcing approval of the
subject PMA.

FACTS. Tab A contains a FEDERAL REGISTER notice announcing:

(1) a premarket approval order for the above
referenced medical device (Tab B); and

(2) the availability of a summary of safety and
effectiveness data for the device (Tab C).

RECOMMENDATION. I recommend that the notice be signed and
published.

Susan Alpert, Ph.D.

Attachments
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Tab B - Order

Tab C - S & E Summary
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Prepared by Doreen M. Melling, CDRH, HFZ-402, 8/22/96, 594-2186




|=

DRAF7

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

[DOCKET NO. ]

Dade Intl., Inc.; Premarket Approval of the aca®’ plus PSA Test Kit, aca’ plus
PSA Calibrator and aca® plus PSA Control

AGENCY: Food and Drug Administration, HHS.

ACTION: Notice.

SUMMARY: The Food and Drug Administration (FDA) is announcing its approval
of the application by Dade Intl., Inc., Newark, DE, for premarket approval,
under the Federal Food, Drug, and Cosmetic Act (the act), of the aca®plus PSA
Test Kit, aca®plus PSA Calibrator, and aca® plus PSA Control. FDA's Center
for Devices and Radiological Health (CDRH) notified the applicant, by letter

on September 9, 1996, of the approval of the application. DATES: Petitions

for administrative review by (insert date 30 days after date of publication
in the FEDERAIL, REGISTER) .

ADDRESSES : Written requests for copies of the summary of safety and
effectiveness data and petitions for administrative review, to the Dockets
Management Branch (HFA-305), Food and Drug Administration, 12420 Parklawn

Dr., Rm. 1-23, Rockville, MD 20857.



FOR FURTHER INFORMATION CONTACT:
Peter E. Maxim, Ph.D.,

Center for Devices and Radiological Health (HFZ-440),

Food and Drug Administration,

2098 Gaither RAd.,

Rockwville, MD 20850,

301-594-1293.
SUPPLEMENTARY INFORMATION: On February 1, 1996, Dade Intl., Inc., Newark,
DE, 19714, submitted to CDRH an application for premarket approval of the aca®
plus Test Kit, aca®plus PSA Calibrator, and aca’®plus PSA Control. The device
is a Prostate Specific Antigen (PSA) Test Kit, which consists of the PSA test
pack and reaction vessel used in the aca® plus immunoassay system to
quantitatively measure PSA in human serum. Measurements of PSA are used as
an aid in the management of prostate cancer patients. In accordance with the
provisions of section 515(c) (2) of the act as amended by the Safe Medical
Devices Act of 1990, this PMA was not referred to the Immunology Advisory
Panel, an FDA advisory committee, for review and recommendation because the
information in the PMA substantially duplicates information previously
reviewed by this panel.

On September 9, 1996, CDRH approved the application by a letter to the
applicant from the Director of the Office of Device Evaluation, CDRH. |

A summary of the safety and effectiveness data on which CDRH based its
approval is on file in the Dockets Management Branch (address above) and is
available from that office upon written request. Requests should be
identified with the name of the device and the docket number found in

brackets in the heading of this document.
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Opportunity for Administrative Review

Section 515(d)(3) of the act, (21 U.S.C. 360e{(d) (3)) authorizes any

interested person to petition, under section 515(g) of the act, for
administrative review of CDRH's decision to approve this application. A
petitioner may request either a formal hearing under part 12 (21 CFR part 12)
of FDA's administrative practices and procedures regulations or a review of
the application and CDRH's action by an independent advisory committee of
experts. A petition is to be in the form of a petition for reconsideration
under 10.33(b) (21 CFR 10.33(b)). A petitioner shall identify the form of
review requested (hearing or independent advisory committee) and shall submit
with the petition supporting data and information showing that there is a
genuine and substantial issue of material fact for resolution through
administrative review. After reviewing the petition, FDA will decide whether
to grant or deny the petition and will publish a notice of its decision in
the FEDERAL REGISTER. If FDA grants the petition, the notice will state the
issue to be reviewed, the form of the review to be used, the persons who may
participate in the review, the time and place where the review will occur,

and other details.
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Petitioners may, at any time on or before (insert date 30 days after

date of publication in the FEDERAL REGISTER), file with the Dockets

Management Branch (address above) two copies of each petition and supporting

data and information, identified with the name of the device and the docket
number found in brackets in the heading of this document. Received petitions

may be seen in the office above between 9 a.m. and 4 p.m., Monday through

Friday.
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This notice is issued under the Federal Food, Drug, and Cosmetic Act
(secs. 515(d), 520(h), (21 U.S.C. 360e(d), 360j(h))) and under authority
delegated to the Commissioner of Food and Drugs (21 CFR 5.10) and redelegated

to the Director, Center for Devices and Radiological Health (21 CFR 5.53).

Dated:
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Ms. Rebecca S. Ayash Food and Drug Administration
Dade International, Inc. 9200 Corporate Boulevard
Route 896 Rockville MD 20850

P.O. Box 6106

Newark, Delaware 19714 SEP -9 1996

Re: P960005
. aca® plus PSA Test Kit, aca® plus PSA calibrator,and aca® plus

PSA Control
Filed: February 1, 1996
Amended: May 1, May 7, May 17 and May 30, June 7, August 12,
September 3, and September 4, 1996

Dear Ms. Rebecca S. Ayash:

The Center for Devices and Radiological Health (CDRH) of the Food
and Drug Administration (FDA) has completed its rev1ew of your
premarket approval application (PMA) for the aca® plus PSA Test
Kit, aca® plus PSA Calibrator, and the aca® plus PSA Control. The
deV1ce is a Prostate Spec1f1c Antigen (PSA) Test Kit, which
cons1sts of the PSA test pack and reaction vessel used in the
aca® plus immunoassay system to quantitatively measure PSA in
human serum. Measurements of PSA are used as an aid in the
management of prostate cancer patients. We are pleased to inform
you that the PMA is approved subject to the conditions described

below and in the “"Conditions of Approval" (enclosed). You may
begin commercial distribution of the device upon receipt of this
letter.

The sale, distribution and use of this device are restricted to
prescription use in accordance with 21 CFR 801.109.

The sale, dlstrlbutlon, and use of this device are restricted to
prescrlptlon use in accordance with 21 CFR 801.109 within the
meaning of section 520(e) of the Federal Food, Drug, and Cosmetic
Act (the act) under the authority of section 515(d)(1)(B)(11) of
the act. FDA has also determined that to ensure the safe and
effective use of the device that the device is further restricted
within the meaning of section 520(e) under the authority of
section 515(d) (1) (B) (ii) insofar as the sale, distribution, and
use must not violate sections 502(q) and (r) of the act.

Expiration dating for the aca® plus PSA Test Kit has been
established and apgroved at 12 months at 20 to 8° C. Expiration
dating for the aca” plus PSA Calibrator and Control has been
established and approved at 6 months at 20 to 8o C. This is to
advise you that the protocol you used to establish this
expiration dating is considered an approved protocel for the
purpose of extending the expiration dating as provided by 21 CFR
814.39(a) (8) .

CDRH will publish a notice of its decision to approve your PMA in
the FEDERAL REGISTER. The notice will state that a summary of
the safety and effectiveness data upon which the approval is



publication of the notice of approval in the FEDERAL REGISTER,
any interested person may seek review of this decision by
requesting an opportunlty for administrative review, either
through a hearing or review by an independent adv1sory committee,
under section 515(g) of the Federal Food, Drug, and Cosmetic Act
(the act).

Failure to comply with the conditions of approval invalidates
this approval order. Commercial distribution of a device that is
not in compliance with these conditions is a violation of the

act.

You are reminded that as soon as possible, and before commercial
distribution of your device, that you must submit an amendment to
this PMA submission with copies of all approved labeling in final
printed form.

All required documents should be submitted in triplicate, unless
otherwise specified, to the address below and should reference
the above PMA number to facilitate processing.

PMA Document Mail Center (HFZ-401)

Center for Devices and Radiological Health
Food and Drug Administration

9200 Corporate Blvd.

Rockville, Maryland 20850

If you have any questions concerning this approval order, please
contact Peter E. Maxim, Ph.D. at (301) 594-1293.

Sincerely yours,

/ %A)Q\
usan Alpert, Ph.D .

Dlrector

Office of Device Evaluation

Center for Devices and
Radiological Health

Enclosure

- 1,\



GENERAL INFORMATION
Device Generic Name:

Immunoassay system to quantitatively measure prostate specific antigen
(PSA) in human serum.

Device Trade Name:

aca® plus PSA Test Kit, aca® plus PSA Calibrator, aca® plus PSA Control
Applicant's Name and Address:

Dade Intl., Inc.

Route 896

P.O. Box 6106

Newark, DE 19714

Premarket Approval (PMA) Number:

P960005

Date of Panel Recommendation:

Pursuant to section 515 (c)(2) of the act as amended by the Safe Medical
Devices Act of 1990, this PMA was not the subject of an FDA Immunology
Devices Advisory Panel meeting because the information in the PMA
substantially duplicates information previously reviewed by this Panel.
Date of Notice of Approval to the Applicant:  ggp - 9 199
INDICATIONS FOR USE

Intended Use

The PSA test pack and reaction vessel are used in the aca® plus
immunoassay system to quantitatively measure prostate specific antigen
(PSA) in human serum. Measurements of PSA are used as an aid in the
management of prostate cancer patients.

Contraindications, Warnings and Precautions

Contraindications:

There are no known contraindications for the aca® plus PSA Test Kit.

Warnings and Precautions:



Warnings and Precautions:

Warnings and Precautions for use of the device are stated in the attached
product labeling (Attachment A).

Background:

Prostate specific antigen (PSA) is a serine protease of approximately
30,000 Daltons produced by the epithelial cells of the prostate gland.¢'?
PSA is found in high concentrations in seminal fluid and serves to liquefy
the seminal coagulum.® The level of PSA in serum and other tissues is
normally very low. In malignant prostate disease (prostatic
adenocarcinoma) and in non-malignant disorders such as BPH and
prostatitis, the serum level of PSA may become elevated.“*5" The
specificity of PSA to prostate tissue makes it a significant marker for use
as an aid in the management of prostate diseases.

Serum levels of PSA are most useful when sequential values are
monitored over time. Monitoring is typically done on a weekly or monthly
basis, as the serum half-life of PSA is 3 to 4 days.® After complete
removal of the prostate gland (radical prostatectomy), PSA levels should
decline to a very low or undetectable level. A rise of the serum PSA level
in prostatectomy patients indicates residual prostate tissue, recurrence, or
metastasis of the disease.® Serum PSA levels during radiation treatment
should decline and remain at baseline while the patient is in remission.®

Recent research has demonstrated that most of the PSA protein in serum
is complexed with either a1-antichymotrypsin (ACT) or a-2-macroglobulin.
(.12 The PSA protein associated with a-2-macroglobulin is encapsulated
and unavailable for measurement by currently marketed immunoassays.
About 90 percent of the measurable PSA in serum exists as PSA-ACT
complex and about 10 percent is free. The aca® plus PSA Test Kit is
standardized with PSA-ACT and measures both the free and ACT bound
components of serum PSA.

DEVICE DESCRIPTION AND PRINCIPLE OF THE ASSAY

The aca® plus PSA Test Kit is a solid phase two-site, one-step
immunoenzymetric assay designed for use on the aca® immunoassay
system. The aca® plus immunoassay system is a fully automated random
access analyzer consisting of an aca® plus PSA Test Kit and an aca®
discrete clinical analyzer. The aca® plus immunoassay system performs
the pretreatment step using an aca® plus PSA Test Kit reaction vessel.
The PSA reaction vessel contains a mouse monocional antibody
immobilized on chromium dioxide particles (capture antibody) and a
second mouse monoclonal antibody fragment [F(ab')2] conjugated to the
enzyme, B-galactosidase (tag antibody). The PSA sample is
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automatically added to the PSA reaction vessel and mixed by the aca®
plus immunoassay system. PSA in the sample reacts with the capture
and tag antibodies to form a chrome-capture antibody-PSA-conjugate
complex (sandwich). Unbound conjugate and residual sample
components are removed during wash steps automatically performed by
the aca® plus immunoassay system.

The complex is then quantitatively transferred to an aca® plus PSA
analytical test pack. The test pack must be transferred by the operator to
an aca® analyzer for quantitation within two hours after processing by the
aca® plus PSA Test Kit. The PSA pack contains the chromogenic
substrate chlorophenol red-B-D-galactopyranoside (CPRG) and HEPES
buffer. The bound B-galactosidase on the chrome complex catalyzes the
hydrolysis of CPRG to chlorophenol red (CPR). The color change
measured by the aca® discrete clinical analyzer at 577nm due to the
formation of CPR which is proportional to the concentration of PSA
present in the patient sample.

In addition to the aca® plus PSA Test Kit, aca® plus PSA Calibrator and
aca® plus PSA Controls are required to perform the assay. The aca®
plus PSA Calibrator is a three level liquid product, packaged and sold
separately from the aca® plus PSA Test Kit. The product is used to
calibrate the aca® plus immunoassay system to assure accurate results
over the assay range of the method. The calibration curve generated
during system calibration is automatically stored by the aca® plus
immunoassay system. The aca® plus PSA Control is a two level, liquid
quality control material also sold separately from the aca® plus PSA Test
Kit. The aca® plus PSA Control is to be tested at least once daily to
monitor system performance.

ALTERNATE PRACTICES AND PROCEDURES

Several alternate practices and procedures are used by physicians for
management and monitoring of patients with prostate cancer."*'¥ These
include, but are not necessarily limited to, the following:

«  Serum levels of total acid phosphatase

«  Serum levels of total alkaline phosphatase

«  Serial determination of serum prostatic acid phosphatase

«  Serum levels of bone alkaline phosphatase

. Imaging modalities such as x-ray and/or magnetic resonance
Ultrasonography

« Lymphangiography and/or lymphadenectomy
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These practices and procedures are used to assess possible metastasis
of the prostate cancer to the regional lymph nodes or distal sites,
including bone.

MARKETING HISTORY

The aca® plus PSA immunoassay test kit, aca® plus PSA Calibrator and
aca® plus PSA Control have not been previously marketed.

POTENTIAL ADVERSE EFFECTS OF THE DEVICE ON HEALTH

Any adverse effects of the device on health would be indirect, since the
device does not come in contact with the patient.

An erroneous result by this test could adversely affect the management of
a patient. A falsely low result may delay beneficial treatment in cases of
recurring or progressing cancer. A falsely elevated PSA result may
trigger further investigation by alternate procedures and lead to needless

therapy.

SUMMARY OF STUDIES

1. Nonclinical Laboratory Studies
Characterization of Cell Lines and Antibodies

Cell lines for the capture and tag of monoclonal antibodies used in the
aca® plus PSA immunoassay system were selected on the basis of
reactivity with PSA-ACT in serum and the ability to inhibit binding of
antibodies to PSA in a device for which there is an approved PMA (the
PSA reference device).

Purified antibody was characterized by isoelectric point (pl), isotype and
subtype, and specific activity. Testing to assess specificity of the
antibodies included specific inhibition of PSA from a similar PSA
reference device using both free PSA and PSA-ACT complex and
Western Blot analyses with sera from patients known to have prostate
cancer. These studies indicated that the antibodies were specific to PSA.

Characterization of PSA-ACT

The purified PSA-ACT complex used in the aca® plus PSA Calibrator and
aca® plus PSA Control is manufactured by Dade Iinternational, Inc., and
was characterized relative to The National Committee for Clinical
Laboratory Standards (NCCLS) protocol VLA19-P. ®



The PSA-ACT complex was characterized in terms of endogenous PSA
enzymatic activity, purity by sodium dodecy! sulphate-polyacrylamide gel
electrophoresis (SDS-PAGE) under reducing conditions, and structural
integrity based on Western Blot analyses. Amino acid analyses and
molecular weight by mass spectroscopy were performed to further
characterize the complex.

No enzymatic activity of the PSA-ACT complex was observed indicating
that PSA was completely bound with ACT. SDS-PAGE and Western Blot
analyses demonstrated acceptable purity and homogeneity. Amino acid
analysis demonstrated nearly identical results to published values.
Molecular mass for PSA-ACT complex was consistent with the molecular
masses of the PSA and ACT raw material in that the complex contained
one PSA and one ACT molecule.

Performance Characteristics
1. Reproducibility Studies

Intra-Assay Variation (Within-run Reproducibility)

Intra-assay variation (within-run reproducibility) was evaluated by
repeated measurements of five serum pools of different PSA
concentrations and both levels of aca® plus PSA Control. Each
sample was assayed thirty times in one independent run. The
mean, standard deviation (SD), 95 percent confidence interval of
the SD, and coefficient of variation (CV) were determined for each
sample. Precision was observed over the concentration range
tested. CV's from 1.5 to 3.4 percent at PSA concentrations in the
range of 3.5 to 78.0 ng/mL were observed. A CV of 17.5 (SD of
0.08 ng/mL) was observed for a PSA concentration of 0.5 ng/mL.

Inter-Assay Variation

Inter-assay variation was evaluated using the same serum pools
and controls used in the intra-assay study. Each sample was
assayed in duplicate once a day for 20 days. The data were
analyzed using an Analysis of Variance (ANOVA) technique to
determine estimates of within-run and total reproducibility for each
sample. The mean and the standard deviation, 95 percent
confidence interval of the SD, and CV for each reproducibility term
were determined for each sample. CV's from 2.0 to 3.2 percent for
PSA concentrations of 3.5 to 77.0 ng/mL were observed. A CV of
21.5 (SD of 0.11 ng/mL) was observed for a PSA concentration of
0.5 ng/mL. CV’s of the reproducibility results are presented in
Table 1.




Table 1;

Inter-Assay variation (Total Reproducibility)

1 21.5 21.5
2 3.46 3.1 3.2
3 9.50 1.3 2.1
4 39.70 1.9 2.3
5 76.53 1.6 2.0
L1 4.19 2.9 3.1
L2 46.00 2.1 2.1

| ot-to-Lot Variation

Lot-to-lot variation of three aca® plus PSA Test Kits were

evaluated by assaying 100 serum samples with PSA values
distributed across the assay range of the method. A different aca®
plus PSA Calibrator lot was used to calibrate each aca® plus PSA
Test Kit lot on the aca® plus immunoassay system. Agreement
was demonstrated between the lot combinations tested as shown
by the regression statistics summarized in Table 2. Correlation of
PSA values <10 ng/mL is presented in Table 3.

Table 2:

aca® plus Lot-to-Lot Variation

aca® plus PSA Lot Combination 1

2 100 0.990+0.010 | 0.99+0.47 2.60 0.9957
3 100 0.998+0.013 | 1.10+0.64 2.57 0.9921
Table 3: aca® plus Lot-to-Lot Variation

aca® plus PSA Lot Combination 1
PSA Values <10ng/mL

lope

v{félr'itf cept

2 18 1.02+0.02 0.09+0.07 | 0.24 0.9969
3 17 0.99+0.02 0.20+0.05 | 0.17 0.9978
6



Lot-to-lot variation also was assessed by testing each of three lots
of aca® plus PSA Test Kits with three aca® plus PSA

Control lots and serum pool with an approximate PSA value of
0.5ng/mL. Pooled between lot CV for aca® plus PSA Control are
listed in Table 4. Equivalent values were obtained across all three

aca® plus PSA Test Kits.

Table 4: aca® plus Lot-to-Lot Variation
between Lot CV

Level 1 43 3.7

Level 2 47.4 0.0
Interlaboratory Variation

Interlaboratory variation was assessed across six different
laboratories. The laboratories that participated in the study were:

Site 1 Johns Hopkins Hospital

Site 2 M.D. Anderson Cancer Center

Site 3 University of Alabama at Birmingham

Site 4 Lab 240, DuPont Glasgow Research Laboratory

Site 5 Lab 242, DuPont Glasgow Research Laboratory

Site 6 Technical Support Laboratory, DuPont Business
Community

Five serum pools (SP) with PSA concentrations spanning the
assay range of the method and aca® plus PSA Control were used
in the study. All laboratories used the same lots of aca® plus Test
Kits, aca® plus PSA Calibrator, and aca® plus PSA Control. Each
site assayed ten replicates of each sample in a single run.

The mean, SD and CV for within-run, between-lab and total
reproducibility were determined for each sample using an ANOVA
technique. Interlaboratory coefficients of variations (between-lab)
ranged from 1.1 to 9.5 percent. The results for these studies were
within acceptable variation for an assay of this type, and are
presented in Table 5.

N



Table 5 Interlaboratory variation

Sample | Mean
ing/mL | N

SP1 0.48 | 60| 0.08 17.6 0.05 9.5 0.10 20.0

SP2 3.46 | 60| 0.12 3.5 0.11 3.0 0.16 46

SP3 942 | 60| 0.32 3.4 0.23 24 0.40 4.2

SP4 39.84 | 60| 0.64 1.6 0.75 1.9 0.99 2.5

SP5 7766 | 60| 1.79 2.3 1.12 1.4 2.1 2.7

PSA Control L1 416 | 60| 0.13 3.1 0.08 1.9 0.15 3.7

PSACentoll2 | 4591 | 60 | 1.35 2.9 0.50 1.1 1.44 3.1
Within-Sample Reproducibility
One hundred serum samples with PSA values distributed across
the assay range of the aca® plus PSA method were tested in
duplicate to evaluate within-sample precision. Replicate one was
plotted versus replicate two. A slope of 0.997, intercept of 0.07
and correlation coefficient of 0.9986 were obtained by least
squares linear regression analysis. This supported the use of one
replicate for patient serum analysis. The reproducibility observed
for these studies is within acceptable limits for an assay of this
type.

2. Recovery
Recovery was determined at PSA concentrations spanning the
range of the assay. Aliquots of twenty serum samples were spiked
with three different concentrations of PSA. Concentrations were
measured in triplicate for both the unspiked and spiked samples.
Recovery ranged from 94.0 to 106.7 percent with an average
recovery of 100.6 percent.
3. Linearity

Assay Range Confirmation

Linearity across the assay range of the aca® plus PSA Test Kit
was confirmed by assaying samples prepared from mixtures of high
and low serum pools. PSA concentrations ranged from 0.17 to
121.5 ng/mL. Samples were assayed in replicates of five. The
observed values were plotted versus the expected values. A slope
of 1.00, intercept of 0.18, and correlation coefficient of 0.9997 were
obtained. The linear relationship appeared acceptable by visual
evaluation. Linearity was confirmed by least squares linear
regression analysis and by testing for lack of fit.




Parallelism

Ten serum samples were each diluted serially with aca® plus
Sample Diluent to obtain multiple dilutions of the same sample with
values spanning the method assay range. The aca® plus Sample
Diluent was also analyzed. All samples were assayed in triplicate
using the aca® plus PSA Test Kit. The observed values were
plotted versus the expected values for each sample. The linear
regression slopes ranged from 0.98 to 1.01, with correlation
coefficients all greater than 0.9984. The linearity was determined
to be clinically acceptable. The dilution profiles also demonstrated

parallel response.

Hook Effect

Hook or prozone effect in the aca® plus PSA Test Kit was
evaluated using samples at PSA concentrations ranging from
7,500 to 50,000 ng/mL. These samples were tested with three
aca® plus PSA Test Kits. No hook effect was observed at PSA
concentrations up to 50,000 ng/mL.

Interfering Substances

The effect of a panel of potential interfering substances on the
aca® plus PSA Test Kit results were evaluated. Test substances
were added to aliquots of serum pools at PSA concentrations of
3.1 to 7.3 ng/mL. The samples were compared to a control sample
containing no added substance. Recovery ranged from 90.50 to
105.51 percent for all substances except Dextran 75 (a plasma
expander). PSA results were elevated by approximately 24
percent in the presence of 2500 mg/dL Dextran 75. Other
substances added did not significantly aiter the recovery of PSA
indicating these substances do not interfere with the aca® pfus
PSA Test Kit. Additional testing of lower concentrations of Dextran
75 was performed to determine where acceptable recovery was
observed. Test substances were added to aliquots of serum pools
at PSA concentrations of approximately 4.0 ng/mL. The samples
were compared to a control sample containing no added Dextran
75. Dextran concentrations ranging from 500 to 2500 mg/mL were
tested. Recovery was calculated by dividing the mean of the test
results by the mean value obtained for the control and multiplying
by 100. Recovery ranged from 104.04 to 124.04 percent. Data
indicated that clinically significant interference could be observed
with the aca® plus PSA Test Kit at values above 500 mg/dL. A
summary of the Dextran 75 test data is provided in Table 6. Table
7 provides a listing of other compounds that did not interfere with
the PSA immunoassay.



Table 6 Interference Study Summary Exogenous
Substances Drugs and Metabolites

Dextran 75
Dextran 75 500 mg/dL 104.04
1000 mg/dL 112.36
1500 mg/dL 111.69
2000 mg/dL 118.65
2500 mg/dL 124.04
Table 7 Interference Study Summary
Anti-androgens and anti-neoplastics
compounds
Cyclophosphamide 25 mg/dL
Diethylstilbestrol 0.02 mg/dL
Doxorubicin-HCL 7 mg/dL
Estramustine phosphate 20 mg/dL
Flutamide 1 mg/dL
Finasteride 0.2 mg/dL
Goserelin acetate 0.01 mg/dL
Leuprolide acetate 10 mg/dL
Megestrol acetate 2.4 mg/dL
Methotrexate 396 mg/dL

Although there was no significant interference among the
substances tested, three substances, namely IgG= -7%, Protein
high= +4%, and Rheumatoid Factor= +5.5% showed a small, but
statistically significant interference effect. The interference
observed for these studies is within the acceptable limits for an
assay of this type.

Limitations of Procedure

PSA results are not to be interpreted as absolute evidence of the
presence or absence of malignant disease. The obtained PSA
value should be used in conjunction with information available from
clinical evaluation and other diagnostic procedures.

It is possible that a patient with confirmed prostatic cancer may

have serum PSA levels within the range of those observed in the

10



healthy individual. Elevated PSA levels also can be found in
patients with nonmalignant diseases of the prostate along with
other adjacent genitourinary tissues.

One-step sandwich immunometric assays are susceptible to a
high-dose “hook effect’, where an excess of antigen prevents
simultaneous binding of the capture and detection antibodies to a
single analyte molecule.®™

Analytical Sensitivity

The analytical sensitivity of the aca® plus PSA Test Kit was
determined by assaying Level 1 aca® plus PSA Calibrator

(0 ng/mL) thirty consecutive times at monthly intervals for three
months, following the initial run. Three aca® plus PSA
immunoassay test kit lots and aca® plus PSA Calibrator lots were
included in the study. The analytical sensitivity ranged from 0.11
to 0.19 ng/mL with a pooled sensitivity of 0.15 ng/mL. From this
data the sensitivity was determined to be less than 0.2 ng/mL.

Carryover

Potential sample carryover was evaluated to ensure minimal
sample-to-sample contamination. A high serum sample prepared
by adding PSA-ACT to normal female serum, was run alternately
before and after low serum samples to determine the amount of
carryover for the aca® plus PSA Test Kit. The mean of the low
serum samples that followed a high PSA sample was statistically
equivalent to the mean of the control samples indicating the aca®
plus PSA Test Kit was free of sample-to-sample carryover effects.

Instrument Model Comparison

Correlation, precision and sensitivity studies were used to evaluate
the performance of the aca® plus PSA Test Kit on the following
aca® instrument models:

aca® Il
aca® IV/SX
aca® Vv
aca STAR™

Only one aca® plus PMA Test Kit was used to pretreat all aca®
PSA Reaction Vessels and Packs used in the study. Fifty serum
pools with PSA values spanning the assay range of the aca® plus
PSA method were tested on each of the aca® models listed. Least
squares regression analyses of all instrument combinations

11



demonstrated excellent correlation. Correlation coefficients ranged
from 0.9939 to 0.9981 with slopes of 0.96 to 1.01.

Within-run and total reproducibility of the aca® plus PSA Test Kit of
each of the aca® models included in the study were compared.

Two serum pools and aca® plus PSA Controls were used in the
study. Each sample was run in duplicate once a day for 5 days.
Statistically equivalent precision was demonstrated between aca®
models.

Analytical sensitivity was also evaluated on each of the aca®
models included in the study. Level 1 of the aca® plus PSA
Calibrator (0 ng/mL) was assayed thirty times on each aca® model.
Sensitivity results ranged from 0.07 to 0.16 and were consistent
with the sensitivity claim of the assay of 0.2 ng/mL.

The data demonstrated comparable analytical performance
between the aca® i, IV/SX, and aca STAR™ models.

Stability

Reagent Stability

A real-time stability study was designed to determine the shelf-life
of the aca® plus PSA immunoassay test kit, aca® plus PSA
Calibrator and aca® plus PSA Control. The study included three
lots of each product and determination of in-use stability of open
vials of calibrator and control through multiple uses. Testing was
performed at periodic intervals for product stored at 2-8°C. Least
squares regression analyses of test results versus test day was
used to estimate the rate of change per day for each sample.

Each test day, five replicates were processed for each of five
samples on the aca® plus immunoassay system. The samples
used for the aca® plus PSA Test Kit study were aliquots of aca®
plus PSA Calibrator and aca® plus PSA Control which had been
stored frozen at -20°C. aca® plus PSA Test Kits which had been
stored frozen at -20°C were assayed in the aca® plus PSA
Calibrator and the aca® plus PSA Control stability study. The aca®
plus immunoassay system was recalibrated every 90 days
according to the calibration interval determined by the system
calibration study.

To evaluate in-use stability of open vials, five vials each of aca®
plus PSA Calibrator and five vials each of aca® plus PSA Control
were used repeatedly over several testing points. An aliquot from
each vial was assayed at each test point and the vial returned to 2-
8°C storage for subsequent testing at additional test points. Least
squares regression analyses of test results versus test day were
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used to estimate the rate of change per day for each sample. No
recalibration was performed as part of this study.

No clinically significant change was observed in the shelf life
studies for the aca® plus PSA Test Kit, aca® plus PSA Calibrator
or aca® plus PSA Control as indicated by least squares regression
analysis. Data from the in-use stability of open vials supported
multiple use of open vials for the aca® plus PSA Test Kit for 12
months, aca® plus PSA Calibrator and aca® plus PSA Controls for

6 months when stored at 2-8°C.

System Calibration Stability

System calibration stability was monitored for 91 days. Five
replicates of each calibrator level were analyzed once a week
during the testing period. Least squares regression analyses of
PSA concentration versus day were performed on each calibrator
level to determine the bottle value recovery and drift per day.
Linear regression analyses of PSA concentration versus day were
performed on the daily values per level of aca® plus PSA Control.

The change in 91 days of aca® plus PSA level 1 Calibrator (0
ng/mL) was less than 0.2 ng/mL. The values of the Level 2
Calibrator on day 91 were within 2 percent of the values obtained
at day 0. The values of the Level 3 Calibrator on day 91 were
within 3.1 percent of the values obtained on day 0. These results
supported a 3 month system calibration stability.

2. Clinical Performance Studies

Description of Clinical Studies

Clinical studies of the aca® plus PSA Test Kit were conducted at three
institutions to assess the performance of the assay in a clinical laboratory
environment. This included evaluation of the analytical performance and
the clinical performance of the assay. The studies were retrospective but
included prospectively collected surplus samples. The studies had the
following objectives:

« to determine the range of PSA levels in serum of healthy
individuals, and patients with non-malignant and malignant
diseases

- to evaluate the aca® plus PSA Test Kits as an aid
in the management of patients once cancer of the prostate has
been diagnosed

« to compare the values of the aca® plus PSA Test Kit with those
obtained from the PSA reference device

13



The principal investigators and their respective institutions were:

« Daniel W. Chan, Ph.D., Johns Hopkins Hospital, Baltimore, MD

« Herbert A. Fritsche, Ph.D., M.D. Anderson Cancer Center, Houston, TX

« Glen L. Hortin, M.D., Ph.D., The University of Alabama at Birmingham,
Birmingham, AL

Study Population

The clinical studies were performed using 2718 sera from normal subjects
and from patients with non-malignant and malignant diseases. In
addition, PSA values were determined on serial samples from 149
prostate cancer patients monitored over time. Patients were categorized
based on the investigators’ laboratory records and patient medical
records. The analytical and clinical performance of the PSA reference
device were also evaluated using the same samples and results were
compared to the aca® plus PSA Test Kit results. A single lot of aca® plus

PSA Calibrator were used.

Six hundred fifty-three of the samples tested were from apparently healthy
individuals. These samples were obtained from 345 males 40 years old
or greater, 215 males less than 40 years old, and 93 females. A total of
729 samples from patients with non-malignant diseases and a total of
1336 samples from patients with various malignant diseases, including
813 with prostate cancer were included in the study.

The non-malignant disease category included 425 samples from patients
diagnosed with BPH, 35 samples from patients with prostatitis, 60
samples from patients with benign hepatic disease, and 121 samples from
patients with miscellaneous benign genitourinary disease, including
bladder, ureter, orchitis and non-specific benign genitourinary disease.

Of the 913 samples from patients diagnosed with prostatic carcinoma,
127 were Stage A, 300 were Stage B, 211 were Stage C, and 275 were
Stage D.

Four hundred and twenty-three samples were from patients with non-
prostate malignancies, including genitourinary, gastrointestinal, and
pulmonary carcinomas.

Analytical Performance

The analytical performance of the aca® plus PSA Test Kit was evaluated
to assure that the performance observed was consistent with that
observed in the nonclinical evaluation. Performance was also compared
to the PSA reference device. This portion of the study included
determination of analytical sensitivity, reproducibility and system
calibration stability. Results were consistent with those observed in the
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studies performed as part of the nonclinical evaluation and were
equivalent to those obtained from the PSA reference device.

Correlation of the aca® plus PSA immunoassay test kit to an FDA
Approved Assay

PSA values determined by the aca® plus PSA Test Kit were compared to
PSA values obtained using a commercially available device for which
there is an approved PMA (the reference device). The values obtained
from the aca® plus PSA Test Kit were plotted for all subjects against the
PSA values obtained with the reference device. The aca® plus PSA Test
Kit compared with the reference device in all healthy and disease state
categories and was consistent with the clinical status of the patient. A
summary of the least squares regression analyses for samples within the
assay range of 0-100 ng/mL is presented in Table 8.

Table 8 Summary of correlation versus the PSA
reference device values within assay range

Site 1 980 0.97 +0.003 | -0.15+0.04 | 0.995 1.1

Site 2 887 | 1.00+0.003 | 0.14+0.04 | 0.996 1.09

Site 3 772 0.99 + 0.003 0.03+0.03 | 0.997 0.76
Pooled 2639 0.98 + 0.002 | -0.0004+0.02 | 0.995 1.04

Distribution of PSA Values and Concordance with Clinical Status

The distribution of PSA values observed for the aca® plus PSA Test Kit is
presented in Table 9. The number of subjects and the percentage of
those subjects within a given PSA range are shown for each healthy and

disease state category.

The distribution of PSA values in subjects observed in this study as
determined by the aca® plus PSA Test Kit was consistent with published
values reported in current literature and with the clinical status of the

patient.c*®
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Table 9 Distribution of aca® pfus PSA Values
Summary

Healthy

Subjects

Males >40yrs 345 93.0 7.0 0.0 0.0 0.0

Males <40yrs 215 100.0 0.0 0.0 0.0 0.0

Females 93 100.0 0.0 0.0 0.0 0.0

Malignant

Diseases

Prostate

~ Stage A 127 50.4 31.5 16.5 0.8 0.8
Stage B 300 51.0 30.7 16.3 2.3 0.7
Stage C 211 446 21.3 25.1 4.7 4.3
Stage D 275 29.8 10.9 15.6 9.1 34.6

Gastrointestinal 186 94.6 3.2 2.2 0.0 0.0

Genitourinary 136 93.4 44 2.2 0.0 0.0

Pulmonary 101 29.8 4.0 2.0 0.0 0.0

Non-malignant

Diseases

BPH

Prostatitis 425 68.7 23.3 6.8 0.7 0.5

Genitourinary 35 743 20.0 5.7 0.0 0.0

Hepatic 121 85.1 9.1 4.1 1.7 0.0

60 934 33 3.3 0.0 0.0

Clinical Utility as Demonstrated by Serial Samples

To confirm the utility of the aca® plus PSA Test Kit as an aid in the
management of patients when prostate cancer has been diagnosed, serial
samples were tested from patients with the disease. The study was
retrospective and included serum specimens collected from 149 patients
with prostatic carcinoma who had been monitored prospectively for 2.3
months to 8.9 years. Performance of the aca® plus PSA Test Kit was
compared to that of the PSA reference device.

These studies included samples from 64 patients from, Johns Hopkins

Hospital; samples from 63 patients from M.D. Anderson Cancer Center;
and samples from 22 patients from The University of Alabama at
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Birmingham. Of the 149 patients with prostatic carcinoma, 4 patients
initially presented with Stage A disease, 35 patients with Stage B disease,
36 patients with Stage C disease, and 74 patients with Stage D disease.
Disease stages were based on the American Urologic System{® with
Stage A being an intracapsular tumor/not palpable; Stage B an
intracapsular palpable tumor; Stage C being tumor extension beyond
capsule and extension to neighboring organs; and Stage D being
metastatic carcinoma with lymph node involvement.

The results of the studies are summarized as follows:

» Samples from 45 patients had PSA levels that decreased
following effective therapy (surgery, radiation, hormonal
or chemotherapy) and remained at or below 4 ng/mL.

« Samples from 52 patients had PSA levels that decreased to
4 ng/mL or less following effective therapy but later showed
an increase in PSA values. Disease recurrence correlated
with rising PSA values, and was confirmed by digital rectal
exam, X-ray, bone scan, biopsy, and/or clinical status.

» Samples from 45 patients had PSA levels that were
continuously elevated above 4 ng/mL, but falling PSA levels
indicated effective response to therapy and rising PSA levels
indicated a deterioration in clinical status.

« Samples from four patients had PSA levels that decreased
following effective therapy and continued to decrease even
though the clinical status was deteriorating and progressive
metastasis was confirmed. Patients were thought to have non-
PSA producing metastatic tumors.

» Samples from three patients had PSA levels that decreased
following effective therapy and then showed a gradual increase
in PSA values over time with no clinical evidence of disease
recurrence during the study phase.

In 142 out of 149 cases (95.3 percent), PSA levels were in concordance
with the clinical status of the patient. In 100 percent of the cases the
profiles of rise or fall of the aca® plus PSA Test Kit were congruent to the
PSA reference method. These studies demonstrated the utility of the
aca® plus PSA Test Kit as an aid in the management of prostate cancer
patients.
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IX.

Conclusions Drawn from the Studies

The aca® plus PSA Test Kit demonstrated the ability to determine the
concentration of PSA in human serum and to act as an aid in the
management of prostate cancer patients.

Nonclinical studies demonstrated the purity and specificity of the
antibodies used in the aca® plus PSA Test Kit and of the antigen used to
manufacture aca® plus PSA Calibrator and aca®plus PSA Control.
Performance characteristics of the assay, including sensitivity, specificity,
reproducibility, stability, linearity and recovery demonstrated acceptable
performance for an assay of this type

in clinical studies, the aca® plus PSA Test Kit demonstrated the ability to
track, over time, a patient's response to therapy as shown by regression,
remission, or recurrence of the cancer. Results of serial monitoring
studies in 149 patients monitored for periods ranging from 2.3 months to
8.9 years established the efficacy of the aca® plus PSA Test Kit to act as
an aid in the management of patients with prostate cancer.

The distribution of the PSA values as determined by the aca® plus PSA
Test Kit demonstrated agreement usually seen in healthy individuals and
patients with nonmalignant and malignant diseases. Results obtained
from the serial monitoring study demonstrated satisfactory agreement
between aca® plus PSA values and the patients’ clinical status, as
determined by other clinical modalities. These data support the clinical
utility of the aca® plus PSA Test Kit as an aid in the management of
prostate cancer patients.

Panel Recommendation

Pursuant to section 515 (c)(2) of the act as amended by the Safe Medical
Devices Act of 1990, this PMA was not the subject of an FDA Immunology
Devices Advisory Panel meeting because the information in the PMA
substantially duplicates information previously reviewed by this Panel.

CDRH Action on the Application

CDRH issued an approval order for the applicant's PMA for the aca® plus
PSA Test Kit, aca® plus PSA Calibrator, aca® plus PSA Control
September 9, 1996.

The applicant’s manufacturing and control facilities were inspected on July
31, 1996, and the facilities were found to be in compliance with the Good
Manufacturing Practice Regulations (GMP's). The shelf-life of the

aca® plus PSA Test Kit has been established at twelve months at 2-8°C.
The shelf-life for the aca® plus PSA Calibrator and aca® plus PSA Control
has been established for six months at 2-8°C.
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Xl.

Approval Specifications
Directions for use: See attached labeling
Conditions of Approval: CDRH approval of this PMA is subject to full

compliance with the conditions described in the approval order
(Attachment B).
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aca® discrete clinical analyzer

Test Methodology
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PSA

PROSTATE SPECIFIC ANTIGEN

CAUTION: United States Federal law restricts this device 1o
sale and distribution by or on the order of a physician or to a
clinical laboratory and uss is restricted to, by or on the order of
a physician,

WARNING: The concentration of PSA in a given specimen,
determinad with assays trom dilferent manufacturers. can
vary due to differences in assay methods and reagent
specificity. The results reported by the laboratory to the
physician must include tha identity of the PSA assay used.
Vaijues obtained with different assay methods cannotbe used
interchangeably. If, in the course of monitoring a patient, the
assay method used for determining PSA levels serially is
changed, additional sequential testing should be carried out.
Prior to changing assays, the laboratory MUST confirm
baseline values for patients being serially monitared.

The aca®plus PSA assay should notbe used for scraening or
early diagnosis of patients suspected to have prostate cancer.
Untreated patients with prostate cancer may have serum
fevels ot PSA within the range observed for apparently
healthy Individuals.’ A low leve! of PSA does not necessarily
indicate thé absence of prostate cancer, particularly after
tharapeuticintervention such as surgery, irradiation, hormone
therapy or chemotherapy.? Conversely, pallents with
nonmalignant prostate disease may have abnormal serum
lovalsInthe range observed for patients with prostate cancer.2*
An erroneously elevated PSA level can aiso be observed if
the serum specimen from a patient is collected following
digital rectal examination {DRE), needle biopsy or transurethral
resection.*’ Therefore, serum PSA levels should be
determined before any such procedure(s). For accurate
datermination of the PSA value, rotesting for the PSA level
should be delayed to allow the clearance of any PSA released
due to thase procedure(s).®

Patient samples may contain human anti-mouse antibodies
(HAMA) that could give falsely elevated or depressed results
with assays that use mouse monoclonal antibodies. This
assay has been designed to minimi2e interference from
HAMA containing samples.” No interference was observed in
78 HAMA-positive samples when tested with the aca*plus
PSA assay.

Patients with a very high congentration of PSA may give a
falsely fow signal resulting in reporting of a suppressed PSA
value. This artifact, called prozone reaction or high dose hook
effect, is characteristic of iwo-site, one-step immunoassays.”
Although PSA values seldom axceed 15,000 ng/mL, samples
as high as 50,000 ng/mL have been tested in the aca®plus
PSA assay. No hook effect was observed at this level of PSA.
Prostate cancer patients being lreated with anti-androgens
and LHRH agonists may show lower levels of PSA in serum.®
Benign prostalic hypenrophy (BPH) patients treated with
inhibitors of 5 alpha-reductase (finasteride) may also show
reduction in their PSA valiues compared to valugs prior to
treatment.”

INTENDED USE: The PSA test pack and reaction vessel are
used in the aca® plus immunoassay system to quantitatively
measure prostate specific antigen (PSA) in human serum.
Measurements of PSA are used as an ald in the management
of prostate cancer patients.

SUMMARY: Prostate specific antigen (PSA) is aserine protease
of approximatsly 30,000 Daltons produced by the spithelial
cells of the prostate gland.'"? PSA is found in high
concentrations in seminal fluid and serves lo fiquefy the
seminal coagulum.’ The level of PSA in serum and other
tissues is normally very low. In malignant prostate disease
(prostatic adenocarcinoma) and in non-malignant disorders
such as benign prostate hypertrophy (BPH) and prostatitis, the
serum level of PSA may become elevated.?31** The specificity
of PSA to prostate tissue makes it a significant marker in the
management of prostate disgases.

Sarum levels of PSA are most useful when sequential values
are obtained and monitored over time. Aftar complste removal
of the prostate gland (radical proslatectomy), PSA levels
should decline to a very low or undetectable level. A rise of the
serum PSA level in prostatectomy patients indicates residual
prostate tissue, recurrence or metastasis ol the disease.'
Serum PSA levels during radiation treatment should decline
and remain at baseline while the patient is in remigsion."

Recent research has demonstrated that most of the PSA
protein in setum is complexed with either al-antichymotrypsin
(ACT) or a,-macrogiobulin. ' The PSA protein associated
with a,-macroglobulin is encapsulated and unavailable for
measurement by current immunoassays. About 90% of the
PSA in serum exists as PSA-ACT complex and 10% is free.
The aca® plus PSA immunoassay is standardized with PSA-
ACT and measures both the free and ACT bound components
of serum PSA.

PSA testing is not recommended as a screening ptocedure in
the general poputation nor as a guide in diseage staging;
howevar, itis accepted as an adjunctive tastinthe management
of prostate cancer.'s"’

PRINCIPLES OF PROCEDURE: The PSA method for the
aca® plus immunoassay system is a one-stap enzyme
immunoassaybased onthe “sandwich”principle. The aca® plus
mixes sample with chromium dioxide particles, coated with
monocional antibodies specific for a binding site on PSA, and
conjugate reagent (B-galactosidase labelled monoclonal
antibodies specific for a second binding site on the PSA
molecJa).

A particle/PSAfconjugate sandwich forms during the incubation
period The aca* pfuswashes the sandwichtoremove unbound
conjugate andtransfers the sandwichinto a PSA test pack. The
test pack is then placed onto an aca® analyzer for-quantitation
of PSA in the sample. The bound B-galactosidase catalyzes
hydreiysis of chiorophenol red-f-p-galactopyranoside (CPRG)
10 chinrophenol red (CPR). The color change measured at 577
nm ¢ue to formation of CPR is directly proportional to the
conesntration of PSA present in thae patient sam;}le.
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Prostate Specific Antigen Calibrator

Intended Use

The aca®plus PSA Caltbrator {Cs1.# 791426901) is intendad 10 be used on the aca®ples Immundassay system to callbrals the

2c2®plug Prostate Specific Antigen (PSA) mothod, Thls product was deslgned to meet the needs of users ta assurs accurate

rasults over the assay range of this method. .

Constitueats

The aca®plus PSA Calibrator is 2 liquid product. Calibrator levels 2 and 3 contain human prostats specific antigen conjupated to

a,~Antichymotrypsin (PSA-ACT) in a bovine serum albumin base. Calibrator fevel 1 is a horss serum base with no detactable PSA-

et &t is packaged as sh vials, two al each level, 3 mL each,

Procautions

irritant. Lavel 1 conlains horse serum, May causs sensitization by skin contact. Avoid contact with skin. Wear suitable gloves.

Contalns sodium azide as a presenvative. Sodium azlde can react with copper or tead pipes in drain fines to form axplosive

compounds. Proper disposal of this product 38 a biohazard will minimiza this possibility,

Contains human source material, When available 3 blood sampie from the donor was tested and found negaiive for the presence

of the antibody to Human Immunadeficiency Virus Type 1 (HIV-1) and Type 2 (HIV-2), for Hepatitis B surface anligen (HBsAQ).

and for M antibody 1o Hepatills C Virus (HCV). Where no donor blood sample was available, an exiract of the starting material
was tested and found negative fot HIV-1. HIV-2, HBsAg, and HCV. Because no test can olfer complate assurance that HIV-1, Hiv-

2, Hepatitic 8 or C vitus, or other infectious agents are absent, this materfal shouid be handled using good laboratory practics to

avold skin contact and Ingestion. Manwals are available which detalt faboratory biosatety level criteria and practices.’

For in vitro dlagnostic uss.

Preparation

Aliow to equilibrate to room tempsralure (22 - 28°C) and invert Yo mix betore usa. ..

Slorage

Store at 2 - 8'C before and after opealng.

Stability:

Unopaned Vials: Sae Expiration Date,

Opened Vialt: Once opened, assigned vaiues are stable for 3 months when stored securely capped at 2 - 8°C between use.

Culibration Procsdure

Refer to the manuai supplied with the aca®ples sysiem toc calibration instructions.

Lot XXoxxx

Exp.: XX XXX XX

‘ Asslgned
Constitueat Valye®* Unis {8.1.} Units®

Level PSA XX ng/ml [on}

tevet 2 PSA XX ng/ml [up/L}

Lovel 3 PSA XXX.X ng/mL [ugrt]

1. The assigned values of PSA Callbratof ats roferencsd to 2 Human Socum Master Podl. The assigned values are the meang of multiple rapiicate
determingtions on several aca®gluy 3¥zwns. and hawg Deen conflrmad by indepantent laboratorics. ANl 1ca® plvs sysiems ware operating wilthin
Ingtrument and temperaturé specifications.

b. Usars of {his product witt be potitiee If theve I 2 change In she assighed value.

t. Systdmg international d'Unhas. : -

Blbliegraphy (

1. Blosafely In Microbiotogical ana Blomedical Laboraiories. HHS Pudkication No, (CDC) 83-8395. Superintendent of D US Goverament
Printing Oftica. Washlagtun, DC 20402.

Dade Internalional \nc.
Newark. DE 19714, 1S A, 8/31/96 Rev. A PN 791426100
2
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Use

€l calibrador de PSA para aca*ples (Ral. 791426901) sa utifiza para caidrar el método dal Antigeno Especiiico de {3 Préstata
{PSA) on el sistama de inmunmsavw 3catplus. Este producto ha sido diseffado para satisfacer las necesidades dal usuario en la
oblencitn de resultados exacios en todo el rango analilico ds sste método.

Constitiyontes

El calibrador de PSA para aca*plus a5 un producio liquido. Los nivelss 2 y 3 el calibrador contienen Antigeno Especifico de ls
Pe6stala humana conjiugado  a,-Antiguimiotripsina (PSA-ACT) en uns base de aibimina de suro bovino. E1 nivel 1 del calibrador
o$ suero de caballo con una cantidad no detectable do PSA-ACT, Consts de sefs viales, dos de cada nivel, 3 mL por nivel,

Pracauciones
lrriante. B nivel 1 contlane suero de cabalio. Posibilidad de sensibilizaclon en contacto con fa pict, Evitase ef contacto con la pisl.

Usenss guanras adecuados,

Contlene azlda sddica como conservante. La azida sédica pueda reaccionar con of cobre o ¢l ploma de (a3 tuberias formande
compuestos explosivas. Desechar do forma adecuada esie producto como material bopeligroso minkmizard esta posibilidad.

Contiens malgrial de procedencia humana. Cuando estuvo disponible, una muestra de m?,r;edel donante fue analizada y se
enconird que era nagativa para 1a prasencia de anticuerpos conira of Virus de la Inmunodeficiancla Humana Tipot (HIV-1) y Tipo 2
{HIv-2), para ¢l Antigeno ds Superficis de la Haparitis B (HB3AQ), y para 12 presencia ds anticuerpos contea el Virus de %a Hepatifis
€ {HOV). Cuando no hubieron mussiras de donantss disponibles, un extracto def materia! do iniclo fue anallzade, slendo negative
osra HIV-1, HIV-2, HBsAg y HCV. Dabido a que ningin tast puede asagurar la ausencia de HIV-1y HIV-2, virus de la Hepatitis B 6
C, v olros agentas infecciosos. s3te matarial debe manefarss usando buenas précticas de laboratorio para evitar ef contacto con is
pist 0 la ingestién. Hay manyales disponibles en 105 qus ga detalla el criteria de nivet do biosaguridad ¥ sy prictica on el

\aborstorio.!
Para uso de diagnostico i vitro.
Prepsnaclén
Dejar equillbrar los vialas a temperatura ambiante {22 - 28*C) ¢ invertir suavementa antes de SU USO.
Consprvatiéa
Almacenar a 2 - 8'C antes y despuds de abrie.
Estatiiidad
? Viates sin adrlr; Ver fecha ds caducidad.
Visles adlartos: Una vez abiertas, los valores asignados son estables 3 mases cuando se guardan hermélicamante cerrados a
8 2-8C.
Procedimigain de Caiibracién
Referirse al manual suminlstrado con ¢f sistema de inmunoensayo aca®p/us para las instruccionas de caliblacion.
Lote: XXXXXX
Cad.: XX XXX XX
Valor Unidodes
Consthuyente Aslgnager* Unisades 8.1}
Nivet 1 PSA XX ng/mt fupt) "
Nivel 2 Psa XXX ng/ml {upt)
Nivel 3 PSA XXXX _ng/mt fughl]

4. Los valores asignados del cahibrador do PSA s514n retaridos 2 un Mastar ¥ool 0n 2ueras Rumaros. Los valores asipnsdos son ks medlas g
mullipes geterminaciones reaiizades e vitios sistames 2ca°a1us y han k1o contirmadas por laboniorios independientes. Todos 105 sistemas
ac3°plus \rdataron sigulendo fas especificaciones de tomperatury ¥ oa funclonamiento del insirumonto.

b, Seinformard 8 los usuarios de este producio si caista algon camblo en ef valor asignade.

C. Systéme Internalional 4'Uniaz,

Biblicgratia
1. Blosatety in Microblotogicas and Biomedical Lahoratories, HHS Pubtication No, (COC) 83-3395, Supeatandent of Documents. U.5. Goverament

Priating Qtiics.. Washington, DG 20402,

Dade Diagndsticos, S.L.

Editicio L'illa

Avda. Diagnoal 561

£-08029 Barceiona 8/31/96  Rev. A PN 791426.100
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DADE

acaml"s immunoassay system
Calibratore per Antigene Prostatico Specifico

NO. 386 pas

Cat. No. 791426401

Utitizzaztone
1 Calibratore PSA aca®plus (Cod. 791426801) & un prodotio par uso diagnostico /n vilro, I cui uso  previsto pec la Calibrazione
del metoda Antigene Prastatico Specifico (PSA) sull' aca®plus immunoassay system, Questo prodoRio & stato specificamente
. . smd;w per soddistare e esiganze degli utittzzator! onde garantire risultall accurati neli*ampio ntervatio df misura tiplco del
RN O metado,
Cestityent
il Calibratore per PSA & un prodotio hiquido. | hivelll 2 & 3 contengono 'Antigene Specifice Prosistico dl origine umana conivgato
- alla o, -Antichimotripsina (PSA-ACT) In un sitro bovino a base di albumina. 1ifivetlo 1 det Catibvators & un siero equino senza
PSA-ACT. 11 prodotto & costituito da sai flaconi, due par clascun livedlo, 3 ml ciascuna.

Precauzion)
Irritante, U livello 1 contiens siero equino. Puo provacare sensibifizzazione per confatto con la pelle, Evitare if contatto con 1a petie.

Usare guanti adatti,

Contiena sodic a20luro come cansenvants. | sodio azoturo pud reaglrs con ke tubature in rame ¢ piombe dei condotyl di scarico
con formazions dt composti esplosivi, Quests possibilitd & minimizzata daflo smatimento di questo prodotte con 1o procedure
rigervata al malerfali pontatori di potenziale rischio blologico,

Contisne matsriale di origine umana. Ciascun donators utiizzato nella praparazions 4l quasto prodotto & stato controliato per la
prasenza dall'anticorpo contro l virus deilimmunadeticlenza umana oi tpol (HIV-1) e 6l ipo 2 (HIV-2), del'antigene di supericie
dall'epatite 8 (HBsAQ) e del virus dell'epatits C (HCV), risultando negativo (ripstutamente non reattivo). Quando non & stato
possibile utiilzzars alcun donatore, I' estratto della matrice utilzzata # stato comunquae controlialo per HIV-1, HIV-2, HBSAg 8 HCV,
risultando negativo. Poiché nessun metodo pud parantire con assolula sicurezza cha questi o altri agend infetiant] siano aszenti,
quesio materiale dovrebba essare trattato usando 18 basitasi precauzioni delia pratica di faboratorio par evitare I} contatto con la
pells & 'ingestione. Sono disponibitt manualt che descriveno | gradi e te procedure della sicurezzabioiogica det faboratorlo,’

Per uso diagnostico i vilro.

Proceders
Lasciare ad equillbrare a tamperatura ambiente (22 - 28°C) ¢ capovolgere pnma dell'uso.

Conssrvazione
Consarvare a 2 - B°C prima s dopo la ricostituziona.

stabliith
Flacons thisgo: Vedere data di scadenza.
Flacone aperto; Una volta aperti i ftaconi, i valori assegnati sona stabili per 3 mesi quando i Haconi sone conservati bea chiust a

2-8°C.

Pracedura di Calibrazlona
Fare riferimanto al manuale foralto con I' aca®plws per Y Istruzion] di calibrazione ¢ verifica,

Lelto: 000XXX
Scadenza.: XX XXX XX

Valore Unitd

Angiita Assegnaio*? Unitd {S.L)¢

Livello 1 PSA XX ng/mi g/}

Livello 2 v Psa XXX ng/mi [}
Livelio 3 PSA XXXX ng/mt fugh) : E

1. Lvslor assegnatt det Cakdratom PSA sana riferiti 3d un Pool g1 rilerimant oi Siato Umano. | valon assegnatl eano it mediz Ui geterniinaziont
raplicate s diverst sisleml 3ca* plus & sono shere confermate 03 laboralor) maipendenti. Tultl | sistend sce*plus Ranno lavordio catro o specikne
dello strumento ¢ di tsmperalura.

b GH utllizzaton ¢ Questo PeoGono 5eannd pvverthti m ¢aso di camhizmenti nal Valur Aassonal.

¢. Sysiama laletoational A'UniIes.

Bidllogratia
1. SloSatety in Micrebiokigical 3nd Blomeaica! Laborataries, HHS Publication No (COL) 88-8395, Supsrinteient o Documants, US Goverament
Prioting Office, Washingtarr, DC 20402.

Dade S.p.A,

Via Lampedusa, 11/A
I-20141 Milano 83196 Rov.A PN 791426100
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Cat. No. 791426901

aGa®ﬂlllS immunoassay system
Etalon Antigéne Spécifique de la Prostate

Utitisatioa
U'Etalon PSA aca®plus (Cat 791426901) est desting 3 dtalornes la méthode Antigine Spécifique de la Prostatd (PSA) sur I
systime dimmunodosage aca®plus. Ce produit 2 16 congu pour assurer des résuliats exacts sur tovta 'étendus du domalne de

mesurs de celte méthode,

Composition
L'Etalon PSA aca"plus est un produit liquide. Les élatans des aiveaux 2 et 3 contlennent d I'Antipéne Spécifique s la Prostate
conjugus 4 ds )’ o -Antichymolrypsine (PSA-ACT) dans une base de sérut albuming bovine. Le niveau 1 231 4 base de sérym de

cheval avec du PSA-ACT non détectable, La bote contient six flacons, deux par iveau, 3 mi chacun.

Précavtions
Irritant, Le alveay 1 contient du serum ds cheval. Peut entrainer una sensibilisation par contact avec la peau. Eviter s cantact

avec 1a poav, porter des gants approprids.

Contient de Fazide d9 sodium comme conservateur. L'azide ge sodlum peut réagls avec des canalisations en cuivre ou en plomnb
pouvant former des malanges explosifs. Une élimination appropriée de co prodult blologiguemant dangareux amenuisers cette
possibilité,

Contient un produil 4 origina humaine. Quano un échantilton de sang du donneur 6lait dlsgoniolc. celui-ci a 616 Jastié et trouvé
négatlf pour 1a présance de I'anticorps vis-3-vis du virus de Mmmunadéficience Humaline Type 1 (HIV-1) et de Type 2 (HIV-2), de
I"antigane de surface du virus de I'Hépatite B (HBsA), et des anticorps vis-3-vis du virus g thépatite C (HCV). Qusnd un
échantilion de sang n'était pas disponible, un exrait de la matidrs premidre 8 64 testé ot trouvé ndgatif pour HIV-1, HIV-2, HBsAg
et HOV. Du falt qu'aucun tast ne peut otirir une 2ssurance compldic que las vires HIV-1 at HIV-2 ot des Hépatites B ou C ou que
d'autres agents infectieux sont absents, ce prodult doit dlre manipuld en respectant une Boane Pratique de Laboratoire pour éviter
le conatact ave< 1a peau o! Fingestion. Oes manuels détaillant 1a sécuritd biologlque au laboratoirs, ses critdres, sos pratiques.

Pour usage diaghostic in viro.

Preparatien
Laisser &quitibrer 3 la rempérarure amblants {22 - 28°C) &1 agiter doucemant par retournements pour mélanger avant I'uilisation.

Conssrvation
Conserver & 2 - B°C avant ol apréy ouverture.

Stabilite

Flatons noh ouvsris: Vair date o'expiration,

Flacons ouverts: Une lols flacons ouverts, les valeurs atiribuées sont stables 3 mols lorsque ceux-ci sont soigneusement (ermés
stconservds & 2 - B*C enirg chaqQus usage.

Procédure ¢'Etaloanage
Se reporter 3y manuel d'utilisation dy systdine d'immunadosage aca®plus pour les instructions d'$talonnage,

Lot 000X
Exp.: XX XXX XX

Valour
Composition Aftribuee* Unites Unites [S.1.1°
Niveau PSA XX ng/mi fug)
Niveau 2 PSA XX.X ng/ml (ke
Niveau 3 PSA XXX.X ng/ml v}

3. Leg valewrs anirdudes B2 Toralon PSA sont référancess 3 un Poot Maltre de sérums humains. Les valeurs alisdudes sont iy moyennce 09
adrerminations multiples sur plusients systtmes ac* ales et ont &td contirmaes par des faboralaires Indépendants. Les Systdmas aca®pius
répondaent aux spdctiications de Vinstrutent of de ta tempéeatyre.

&, Las utilissteurs Ue €8 proguit seralept avertis 54 1es vakours anridutes changeatent,

¢, 3ysthne internationat a'Unitds.

Bibliograghle
1. Bio§ataly in Microblotogical ana Blomeicat Lagoratories, HHS Pudlicatior. No (CDC) 88-8395, Superintandent of Documants, U5 Govermmigat
Printing Otfice, Washington, DC 20402,

Dade S.A.
2-12 Chemin des Femmes

£-91886 Massy Cedex 8/31/36 Rav. & PN 791426100
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DADE

aGa®plllS immunoassay system
Prostataspezifisches Antigen Kalibrator

GEBRAUCHSINFORMAYION

NO. 9ps pa7

Cat. No. 791426901

Verwandungszweck :
Dar aca®plus PSA Kaligrator (Kat. Nr, 791426901) wird auf dem immuncassay System aca®pius 2ur Kallbrisrung der aga®plus
Mathode Prostataspezifischas Antigan (PSA) verwendst. Der Kalibrator stellt sicher, daf genaus Ergebnlsse dber den gesamten
MaBbersich dieser Methode erzialt werdan. '

Lusammensgtzung :
Der aca®plus PSA Kalidrator ist eln Rlissiges Produld. Kalibrator Leve! 2 und 3 enthalten humanes prostataspezifisches; Antigen
konjugient mit a,~Antichymotrypsin (PSA-ACT) in Rinderserumalbuminlésung. Kalibratos Leval 1 besteht aus Pferdeserum mit
nichtaachweisbaren Mengen PSA-ACT, :

tnhalt: 6 Fldschchen, 3 Level, 2 Fidschchen pro Level mit e 3 ml,

feizend. Level 1 enthi¥t pferdeserum, Sensibilisierung durch hautkontakt maglich, Berihrung mit der Haut varmeidaé. Gasignete
Schuzhandschuhe tragen. ;

Enthalt Natriumazid als Konservisrungsmittel. Natrlumazid kann in Kupfer- oder Blelrahren von Abwasserleltungen exglosive
Verbindungen bdilden. ’

Enthih Material menschtichen Ursprungs. Sowsit vorhanden wurde eine Biutprobe des Gewsbespenders aut Antikbrpdr gegen das
Hyuman Immunodeficlancy Virus Typ ¥ und Typ 2 (HIV-1 und HIV-2), gegen Hepathis B Obertidchenantigen (HBsAQ) sowis auf
das Vorhandenssin von AntikBrparn gegen das Hepatilis C Virug (HGV) petestst und fr negativ befunden. Falls kelne Blutprobs
des Spanders zuf Vartigung stand, wurde ein Exurakt des Ausgangsmatsriats aut HIV, HBsAg und HCV getestet und §Gr nagatly
befunden. Kein bekanntes Testverfahren kann jedoch gewlhrielsien, daB Hiv-1, HIV:2, Hapatills B oder C Viren oder indere
intektiose Agentien abwesend sind, Daher massen diese Produkie mit angemessener Sorgfalt unter Einhaltung der bel
Biogefinrdung emplohlensn Sicherheitsmabnahmen gehandhabt werden. )

I vitro Diagnosticum.

Vorbereitung
Der Kallbrator sofite vor Gebrauch syt Raumtemperatur (22 - 28°C) gebracht und durch Kippen gsmischt werden.

PRIV MRS,

..

Lagenung
Vor und nach dem Rekonstituieren bei 2 - 8°C tagern

Haltbarksit

Ungettineis Flaschchen: Slehe Vartalloatum, :
2 Gebitnela Fil¥schchen: Einmal gadtnet bleiden die Sollweria fir 3 Manate stabil, wenn die Fldschchen zwischen den
Aawendungen yut verschlossen bei 2 - 87C getagen warden,

Kallbrlecysitahran .
Austindichs Eriuterungen findon Sie Im Gardtehanobuch das Dade Immunoassay Systsms aca™p/us. . e

Ch,-B. XXX
Verw. dis; XX XXX XX

‘ Bastandtsll Saltwert* Einheiten (S1)-Einhaitens
Level ! PSA XX ng/mi :1;,.911)
Level 2 PSA XXX ag/mi {won)
Lovel 3 PSA XXX.X ng/mt ilnan}
a. Dit Soltwerte des PSA Katoralors bazichan sich aur gingn Humansarum-M 1. Dig Soiwerte sing Mitlelwenie aus Mchilacabestimmungen 2uf
mchraten aca*plus Systamen uno wisden von unattidagigen Labofatorien bestitigt. Atk 1ca® plus Systeme acDeftsten lnerha!h Per Gertteund
femptraturepetinkationen.

b. Anwander gisses Produkics werden benscheichiigt, wenn dlg Solwerw Sich dnugrn,
c. Systéma internationa! d'unliés.

Dade Diagnostika GmbH

Taunussi. 36
0-80807 Miinchen 4/31/96 Rnv, AIPN 791426.100
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DADE

aca®p’u3 immunoassay system
Prostate Specific Antigen Gontrol

NQ. 586

Cal. No. 7914253901

Intonded Use {
The aca®pius PSA Control (Cal.# 791425901} is intended 10 be Used on the aca®pfurs immunoassay system as a quality centrol

product for ihe aca®plus Prostate Specific Antigen (PSR} method.

Constituants
The aca®slus PSA Control is a Hquid product, Control levsis 1 ang 2 contain human prastate specific antigen conjugated to
a,-Antichymolrypsin (PSA-AGT) In a bovine serum atbumin base. Itis packaged as twalve visls, six at each level, S ml sach.

Precaqtions
Contains sodium azids as a preservalive, Sodium azide can raac! with copper ot lead pipes in drain flnes to form sxplasive

compounds. Proper disposal of this product as a biohazard will minimize this possibRity.

Comains human sourcs matertal, When available a blood sample from the donor was tasted and found negative for the presence
of the antibody to Human immunodeficiency Virus Type 1 (HIV-1) and Type 2 (HiV-2}. for Hepatitis B surfaca antigen (HBsAQ),
and for the antibady to Hepatitis C Virus (HCV). Whare no donor blood sample was avaitatie, an extract of the starting maerial
was Wasted and found negative for HIV-1_ HIV-2 HBsAg, and HCV. Bacaute no test can offer complets assurance that HIV-1, HIV-
2, Hepathis B or C virus, or other infectious agents are absent, this matsrial should be handied using good kiboratory practics 10
avoid skin contact and ingestion. Manuals are availabie which detal! laboratory blosafety level criteria and practices.

For in vitro diagnoslic use,

Preparation
Allow to squitibrats to room temperaturs {22 - 28<C) and invert to mix befors use.

Storage
Store at 2 - 8°C belore and atter opening,

Stabllity

Unbpened Vials: See Explration Date.

Opened Vials: Oncs opgned, controls afa stablz for 3 months when stored securely capped at 2 - 8°C between yss.
Lot: X000

Exp.: XXX XX

Expocted
Constituent Range*»+ Units [S.1.] Units*
tevel } PSA X.X- XX ne/mt [ug/t)
Lovat 2 PSA XXX - XX.X ng/ml [1g/t)

2. Tra expected ranges af PSA Comral are referenced 10 1 Human Serum Mastsr Pool, TRe ranges represenl target intervits ror the means of mukiplo
roglicale Getermindlions bn Several 3Ca NS SySlems. Alt aca*plus Sysfams were operating wiln lnsirumem and temperaturs soecifications.

b. Inotvigual laDoratory medns Should tall within the ¢xpected rangas. ACcach laval of quality contral, the Lidarstory should estabilsh ks own range
00 UBs The expacied range provided only 35 3 guide. Reder ta the Chamistry Guide Supplied whh the acx® discrete clinked) anaiyzer tor Quatity
Control information.

¢. Users of this product wilt da rotified if there is 3 Change in the gxpocted range.

d. Sysiine international a'tinités.

Bibliegraphy
1. Blosafety In Micradlological and Blomedical Liduratories, HHS Pubticaiion No. (COC) 88-8395. Superitendgat of Documenis, US Government

Printing Oftice, Washinglon. DC 20402.

Qade Internationat Ing.
Newark, O€ 19714, US A, 4131796 Rev. & PN 791425100
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DADE

Cat. No. 781425901

aca@llls immunoassay system
Contro! del Antigeno Especifico de la Prostata

Uso
El controt de PSA para aca®plus (Ref. 791825901) se utliiza como material de control de catidad del método del Antigeno
Especifico de la Prostala {PSA) en ol sistema de inmunoensayo aca®plus.

Constitayentes

£l control da PSA para aca®plus e3 un producto liquida. Los nivales 1y 2 def control contisnen Antigeno Especifico de la Préstata
humano conjugade 2 a,-Antiquimiotripsina (PSA-AGT) en una base de aibdmina de susro bavino. Consta de doce viales, seis de
cada nivat, § mt por nive!,

Pracauclonss
Coatlene azlda s6dica come conservante. La azida s6dica puede tcaccionar con el cobre o of plomo de las wherias formando
compuestos explosivos, Desechar de forma adecuada aste producto coma material biopeligraso minimizard esta posibitidad.

Contiona material de procadencia humana, Guando estuva disponible, una muestn de sar&re del donznte fys analizada ?« 3
encontrd que era negativa pars 1a prasencia de anticuerpos contra 8 Virus de 12 inmunodeficloncia Humana Tipot (HIV-1) y Tipo 2
{HIV-2), para ¢l Anfigeno de Suparficie de ka Hepalils B (HB5AD), y para 1 presencia de anticberpos contia of Virus de 13 Hepatitis
€ (HCV). Cusnda no hublsron muestras de donantss disponidles, un extracta del matariat da knicio fue analizado, siendo negative
para HIV<Y, HIV-2, HBsAg y HCV. Debido a qus ningin test puede asegurar ta ausencia de HIV-1 y HIV-2, vicus de iz Hopatitis B 6
C. u otros agsntes infecciasos, este material dabe maneiarse usando buanas pricticas de laboratorio para evitar of conlacto con la
plelofa lng?sﬂén. Hay manvales disponibies en los que 38 detalla el criterlo de nivel de bloseguridad y su prictica en ef
taboratorlo.

Para yso de diagnostico /n vilro,

Preparatiéa
Dejar equilibrar los visles a temperatura amblente (22 - 28°C) g inventir suavements antes de su uso,

Conssivacida
Almacensr a 2 - 8°C antes y después de abrir.

Estabilidad
Vistat sin sdnir: Var fecha de caducidad.
Viales ablsrtos: Una vez abiartos, Jos controles son estables 3 mesas cuando sa guardan hermélicamente cerrados a2 - 8°C.

Lote: 00X

Cad.; XX XXX XX
Aango Unidades
Conslituyente Esperadot’s Unidades {8.1.1
Nivel 1 PSA XX-XX apmL fugrt]
Nivel 2 PSA XXX - XXX ng/mL L]

3. Lok rangos esperacos 0ol control de PSA estdn referidos 2 u Magler Pool 68 Sueos fumanos. € rango son ks medias de log itenvalos de
mohigles detarminaciones an varios slstomas aca®plus, . Tonas 103 thternas aea®plvs ¢siuvieron Wabajaron dealro s espscificaciones de
funcionamiento y semparatura del nstrumento.

b. L3 medias ds c303 32ontorne indMdyal, dederian a5tar dentrd Oe Jos rnges esheraGos. Paca cada hivel del comrol,  laboratoro dadesks

establects su progks rangn y solaments UtKzar & RGO e3DcrIdo como una guta. Referrse 3! Manual ge Més0os qus sc suminigea con ol 2ca® lus
pdra mis informacin sobee control da caligid.

€. Senformacg a fos vduarios de esly producto sl extsie 3190n camiblo en 8l rango 2sperado,

d. Sysieme Inicraationa! 0'Unités

Biblingratia
1. Blogalaty In Microbiological 3nd Biomadical Labarainrias, HHS Publicatiun No_ (COC) 88-33¥5. Superimlendent of Documents, U.S. Government
Printing Oftica.. Washinglon, DG 20102,

Bade DiagaGsticos. S.1.

Edificio L'ila

Avda. Diagnoal 561

£-08029 Barcelona 8/31/36 Rev & PN 781425100
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DADE

aca®plll8 immunoassay system

Cal. No. 791425901

Prostataspezifisches Antigen Kontrolie

GEBRAUGNSINFORMATION

Yacwenduagsweck
Dis aca®plus PSA Kontrolie (KaL. Ne. 791425001) wird auf dem Immunoassay System aca®plus zur Qualiiiskentrotie de
acz*plus Methode Prastataspezifisches Amigen (PSA) verwendet.

Zusammenssining
Die aca®plus PSA Kontrolle ist ein fissiges Produkt, Konirolla Level 1 und 2 enthaltan humanes prostataspezifisches Antigen
konjugiart mit a,-Antichymotrypsin (PSA-ACT) in Rindersarumalhuminidsung.

Inhatt: 12 Pidschchen, 2 Level, B Flischichen pro Level mitle 5 mi.

Versicht

Enth3it Natsiumazid als Koassrvierungsmidel, Natriumazid kann in Kupier- oder Blelrahran von Abwassedeitungen gxplosive
Verbindungen bildan.

Enthaft Materlal menschfichen Ursprungs. Sowelt vorhanden wurds eine Blutproba des Gewebespenders auf Antkrpar gagen das
Human immunodeticlsncy Virus Typ 1und Typ 2 (HIV-1 und HIV-2), pagen Hepalids B Oberflichenantigen (HBsAg) sowis aut
das Vorhandensain von Antikbrpern gegen das Hepatltls C Virus (HCV) getestet und Hir negativ defundan, Falls keins Blutprobs
des Spendars zur Verfigung stand. wurde sin Extraid des Ausgangsimaterials auf HIY, HBsAg und HCV gotesiet und fir negativ
befunden. Xain bakanntes Testverfahren kann jedoch gewshrieisten, da8 HIV-1, HIV-2, Hepatitis B oder C Viren oder andere
Intaklibsy Agentien abwasend sind, Daher missen diese Produkte mit angemessener Sargfalt unter Einhaltung der bei
Biogefihrdung smpfohlenen Sicherheitsmabnahman gehandhabt werden.

in vitro Diagnositcum.

Yordereltung
Die Kontrolfa soflte vor Gebrauch auf Raumiemperatur {22 - 28*C) gebracht und durch Xlppen gemischt werden.

Lagerung
Vor und nach dem Rekonstituiersn bel 2 - 8°C lagern.

Hattbarkeit:

Ungsdifaals Flischchea: Sienc Verfalidatum.

Gedlinete Fidschchen: Elnmal gebtinet blsiban die Kontrollen fiir 3 Monale stablt, wenn dig Fiischehen zwischen den
Anwengungen gut verschlossen bei 2 - B*C gelagert warden,

Ch.-B.. XXX
Verw. bls: XX XXX XX

Bestandiel! Soliwargersich’ >+ Einheiten {51)-Einhelten*
Lovel 1 PSA XX-X.X ng/mi fuofy
Lavel 2 PSA XXX - XXX no/mi [ueA)
1. Ole Soltwertbareichs der P3A Konteolic Dezienan sich aul sinen Humanserum-Masterpool. Die Sollwertdargiche sind Zishwenta tir dla Mittewens
wiedernoftes Mehrmchbdasti 10en u! Mohrefen ACY pivs Systemen, Alla aca®plus Systems arbefteren innarnalh dar Gerdte-ynd

Temperaturspezithationcn.
b. Dle Mitteiwerle eines individuelien L abors soiftan In dlagen Berelch lallen Fr jeden (ovel Ger Qualithiskontrolie Soffte tas Labar salnen siganen
Bereich featiegen, O puditierien Bergiche Soflent Bur 215 ANhaft disnen, Siede Chamishandbuch tiir Informationea 2ur Cuam3tskoatrofic,
Anwender dieses Produites werden henachrichiign, falls sich dle Sezelche Indern.
. Sysume intarnational 0'UaREs.

oo

Dade Dlagnoslixa GmbH
Taunusstr, 36
D-80807 Minchen 8/31/96 Rev & PN 791425100
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aca®plll$ immunoassay system
Controle Antigéne Spécifique de la Prostate

Cal. No. 791425301

Sillisstion
Le Copwdle PSA aca®plus SCat 791425901) ss1 dastiné 3 Btre utilisé sus bg systeme d'immunodasage aca*piiss sn tant que

contrble de qualité de la méthode Atigane Spécifiqus de la Prostate (PS4

Composition
Le Contrdle PSA aca®plus et un produit fiquids. Les nivesux 181 2 du Conurdie contlennent de I'Antigdne Spécifique da la

Prostate conjugué 3 de I'a -Antichymotrypsine (PSA-AGT) dans ung base de sérum athurning boving, L3 bolte conlient douze
flscons, six par nivaay, 5 mi chacun,

Précoutions
Contlent de Fazide ds sodium comme cohssrvateur. L'azide ds sodhum peut réagir avec des canalisations en cuivre ou en plomb

pouvant former des mélanges explosits. Une &limination 3pproprie de co pradult biologiquement dangereux amenuisera cette
possibilité,

Gontignt un produh d'origine humalne. Quand un schantilon de sang dy donneur étakt disgonib)a. colul-Gi a 1& lestd ot trouvd
-négatif pout 1a présence de Fanlicorps vis-Ads du virus de Mimmunodsiicience Humsing Type 1 (HIV-1) et do Typs 2 (HIV-2), d¢
T'antigsns de surfece dv virus de UHépatile B (HBtAg), ef des anticorps vis-3-vis du virus de 'hépatite G (HCV), Quand un
4chantliion de sang n'stalt pas disponibla, un extralt de ta matidre pramidre a 618 testd et irouvd négatit pour HIV-1, HIV-2, HBsAg
et HCY., Du fait qu'aucun test ne paul offrle uae assurance complbte que les virus HIV-1 et HIV=2 a1 des Hépatites B ou C ou Gue
d'3ulres agents inlectieux sont abssnts, ce produk dolt &tre msnipuké an respectant une Bonne Pratique de Labaratolra pour éviter
fe cantact avat 1a pesu ef Niagastion. Des manysts détailtant ka sécuriid biologiqua au faboratoire, ses celtbres, ses pratiques.

Paur usags dlagnostic i virro.

Preparation
Laisser équikibter 3 I3 température ambiante (22 - 28°G} et agher doucament pas retournsmants paur meélanger avant Uutilisavion,

Consarvatien
Conserver 3 2 - 8°C avant et aprds ouvenure,

Stabilits
Flacons non puvents: Voir dale d'éxpication,
Flacons ouverts: Une fois lacons ouverts, lgs contrdles sant sables 3 mois lorsque caux-ci son! soigneusement fermés et

conservés 4 2 - 8°C 2ntre chaqus usage.

Lok X000 A
Exp. XX XXX XX
intervaile
Composition Anangy< Unités Unités {S,1.)*
Niveau 1 PSA XX - XX ng/mi feoft}
Niveay 2 ' PSA XXX - XXX ag/ml {up}

5. Les intrvasies aaenous pour s CantrGie PSA 500t riferances 2 uh Poot Maltr Sa serums humaing. Les intervalies reorésentent ies cibles oes
Moysnes 0 mufiples o&tarminationd sur Glusieurs Syslmes aca®plas. Las systbmes 3a®plus tépondalent 2ux spichications da Finstrumen) !

de {2 températyrs, .
d. Les moyannes inoivivustics aes laboratnires doivent 38 Situsr dans les inarvalies shendus. A Chiqua niveaw oa coatrdle s qualite, ie laboratolra doit

Sadiv 568 Dropres Imervalics anchdus # uifiser calies qul sant lournies comme guide. St BpOTter alt manvel de Chimie de Fanalyseur aca pour
plus a'intormation sur i Cantrdia de Quawkd.

c. Les utiNsateurs Ge Co prodult sarelent avertis si ks intervalics anondus changeaient.

d. Systdme International 8'Unitds,

Ridliographie
1. Blosately in Micraplological and Blomadical Lavoratorics. HRS Pudfication No. (CDC) 68-8385, Superintendem of Documents, US Govsrnment

Printing Gfvice, Waghington. 0C 20402.
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aca®plll5 immunoassay system
Controllo per Antigene Prostatico Specifico

Cat. No. 791425901

Uiiltzzazione
it Gontralla PSA aca®plus {Cod, 791425901) & un prodotto pet usa diagnostico Jn vitra, il cul uso & previsio sull'aca®pius come
plodotta de! contralio di qualita per il melodo Antipena Prostatice Specitico (PSA) sull' aca*plus Immunoassay system.

Costitnenti
1l Controlia per PSA & un prodolio fiquido. | livetli 1 e 2 contengona 'Antigens Specilico Prostatica di oclgina umana coniugato

alla cr,-Antichimatripsina (PSA-ACT) In un slero bovino a base di albumiaa. H prodotto & costituito s dodici Haconl. sei per
ciascun livatio, § mi ciascuno,

Precadzion!

Contiene sodlo azeturo coma consarvants. 11 sodio azoturo pud rsagire con le ubature I rame o piombo dei condott! di scarico
con formazione di composti esplosivi. Questa possibilits & minkmizzata daflo smaltimento di questo pradofto con le procedure
riservale ai mateniall partatosi di potenziate rischio dlologico.

Contiene mateclate di origine umana. Ciascun donators utifizzato netla preparazions di questo prodotto & stato controlialo per i
presenza dell anticarpa contra it virus dell immunodaficienzs umana df tipat (HIV-1) ¢ di tipo 2 (HIV-2), dell'antigens di superficie
dell'epatite B {HBsAQ) e det virus deli'epatite C (HCV), risultando negativa (ripstutamante non reattivo), Quande non é st
possibita ttiizzare alcun donatore, I sstratto delia malrice utilizzala & stato comunqus controflato per HIV-1, HIV-2, HBsAg ¢ HCV,
risultanda negativo, Poiché nessun metado pud garantite con assoluld sicurezza che quest o altri agenti infattand siano assenti,
quesio materiale dovrebbe sssere tramtato Usando bs basitari precauzioni della pratica di laboratorio per svitara if contatto conls
pelle & ingestions, Sono disponibii manuali che descrivone | gradl s le procedure dela sicurazza biolagica del laboratorio.’

Par uso dlagnastice in vitro.

Procedura
Lasclare ad equilibrare a temperatura amblenia (22 - 28°C) ¢ capavolgere prima detl'uso, .

Conservations
Conservare a 2 - 8°C prima e dopo 1a ricostituzions.

Subdlitd

Flaceae chiuso: Veders vata di scadenza.

Figcone aparto; Una volta aperti | fiaconi, i controli] sona stabill per 3 mesi quando | flaconi s0a0 conservat ben chivsla 2 - 8°C.
Lofio: XO00XX

Stadenza.; XX XXX XX

tatereallo Usaltd

Analita Amw"-f Unitd {s.t.)*
Livello PSA XX XX ng/m) gl
Uvallo 2 PSR XXX - XXX ag/ml )

2. Gl Imgralll attesi det Controdo PSA $anop riltedtt 3d un Pool af rhierimanto 4L Skero Umano. GM intervali sofo stati oftanuti 6aia medis 8l mahe
:lt!ctmlr;:zionl rephcate su diversi Ststemi 3ca™ples. Tulth sistemt aca®plus turonc impleGall eniro te spcitiche dalla strummento 3 della

amperdiure.

b Ls madis di Clscun laboralanio Jovredbers assere allinterno degll infervalii attest. AQ ogrl Siveia Gel controfia f qualitd, i laboratono doviedds
$tadliire i suo proprio intarvalio ad vllizare imervatio alteso 50l come Quica, Fare sifertmento al Manuale i Chimica foraki con Fanalizatoce
cImico Glscreta ace® par Informazion! syt Conteolio a} Quatich.

¢. G umtizalay) di questo progorta saranno dvveitt In caso di cambiamentt nef intervatio aftaso.

0. Systdme tntesnationat 0'Unités.
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